Supplementary Materials
Corticosteroid sensitivity assays

U937 cells were pretreated with 2 uM cryptotanshinone(MedChemExpress, State of New Jersey,USA)
for 4 h and incubated with 0.5%CSE for another 2 h. Cells were seeded in 96-well plates in the presence
of different concentrations of dexamethasone (10 -"to 10 -6 M) (Shiyao Yinhu Pharmaceutical Co., Ltd,
Hubei, China) for 1 h before overnight (16+2hr) stimulation with 10 ng/ml TNFa (Pepro Tech, State of New
Jersey,USA). Supernatants were collected, and IL-8 level was measured by enzyme-linked
immunosorbent assay (ELISA) (Anhui Qiaoyi Biotechnology Co., Ltd,Anhui,China). The percentage of
inhibition of IL8 by dexamethasone was calculated, and corticosteroid sensitivity was measured as I1C5,
(dexamethasone concentration inducing 30% inhibition of tumor necrosis factor-a-induced IL8 production
in peripheral blood mononuclear cell), EC5, (dexamethasone dose inducing inhibition halfway between
minimal and maximal inhibition), E, ., (percentage inhibition at maximal concentration).

PBMCs were pretreated with 2uM cryptotanshinone(CPT) for 4h, and corticosteroid sensitivity was
measured using the same method except for usage of CSE and a lower concentration of TNFa (1 ng/ml).



Supplementary Figure Legends
Figure 1. This study was conducted under the approval of the Ethics Committee of the Affiliated Huai'an
Hospital of Xuzhou Medical University.




Supplementary Figure Legends

Figure 1. An English translation of the ethics approval.
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Review comments

After discussion, the Medical Ethics Committee of our hospital, guided by the
Nuremberg Code, the Declaration of Helsinki and the relevant literature of the
World Health Organization, agreed that the study “cryptotanshinone reverses
corticosteroid insensitivity by inhibition of phosphoinositide-3-kinase-8 in
chronic obstructive pulmonary disease” does not violate the relevant ethical
norms, international norms, policies and regulations. The Medical Ethics
Committee agreed to conduct the study “cryptotanshinone reverses
corticosteroid insensitivity by inhibition of phosphoinositide-3-kinase-8 in
chronic obstructive pulmonary disease”. In the process of clinical application,
the project team shall strictly follow the technical operation specifications, and
implement the principles of informed consent and confidentiality. Patients
shall voluntarily sign informed consent in accordance with relevant

regulations.
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